3
Genotyping and karyotyping analyses Genomic DNA was purified using the Promega (Madison, WI, USA) DNA purification kit. To confirm that the mutation was preserved in the iPSC clones, we performed PCR reaction to genomic DNA with primers that delimit the mutation area on the RyR2 or the CASQ2 gene. nucleotides. Karyotype analysis was performed using standard G-banding chromosome analysis by the cytogenetic laboratory according to standard procedures.
Immunofluorescence analyses
Immunofluorescence staining was performed according to standard protocols using the following antibodies: rabbit anti-Oct3/4 (1:100, Santa Cruz, Dallas, Texas, USA), goat antinanog (1:20, R&D), mouse anti-Sox2 (1:100, Millipore), mouse anti-TRA 1-60 (1:100, Millipore, Billerica, MA, USA), mouse anti-TRA 1-81 (1:100, Millipore), mouse anti-SSEA4
(1:100, Millipore), rabbit anti-cardiac troponin I (1:400, Abcam), mouse anti-sarcomeric α-actinin (1:600, Sigma-Aldrich, St. Louis, MO, USA). Secondary antibodies were as follows:
donkey anti-rabbit Cye 3 (1:100, Invitrogen) and donkey anti-mouse/goat Alexafluor 488 (1:100, Invitrogen). Cells were also stained with DAPI (1:1000, Boehringer, Germany) for nuclei detection. ] i transient amplitude (Fig. 1D, CPVT1 iPSC-CM clone 15.1 and CPVT2 iPSC-CM clones 20.1 and 7.5).
Responsiveness to caffeine ] i transient amplitude was much faster than in control cardiomyocytes. In sharp contrast, in CPVT2 iPSC-CM clone 19S1 (Fig. 2C ) the response to caffeine was markedly augmented.
Responsiveness to ryanodine 
